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SCHICK < 



(54) \L^;-)V&m- 



(57) (HOE*) 
[RH] I L-2K£IB«jm. TWUdf-tt, 

TE-»SC (I) ^Sn5t'7/-M 

IBS? 



X:-NR L CO-, -CO-NR L , -NR *-S 
02-X»t-SO 2-NR l - 

y -co-, -sgr/u^uv-, xte-isa 



(I) 



(2) 



#($2 00 0-256358 



i ] -«a ( i ) x-^$ix5f7 a* w 

Stt5 l~3fla<0^mg£^LT^T*><fc^t: 0 

X:-NR L CO- x -CO-NR K -NR l S 
02-Xf*-SO 2-NR 1 - 

R 1 :-H, -OH, -&&7/],*/K -OHSJRT/U 

y -co-, -ifiar^*^^-; XWHER 
Sr*T UT V ^ t i V L < KJ: 2 75£ 3 «5£fi£^7- 

s*vy/K ^r^/y^K ^*fvy/K fr^ryy 
ix^fnr y-/n^os£^i- Q ) 

[89*5 3 ] fgsftjg i ffiflio 5 ✓-^»»#XI« 
[000 1] 

»Ultt#tt*/U*> I? a f- * >*A><DK 41* 5 
[0 0 0 2] 

[se*ofi[«] £<^u &mmi&ismt^& # s 
rtea^jf i iT^^^^ty (c^ + ) comstt 

SfcfcC a 2+ J£ft#Ji LT&bftTV>£nifedipine^GC« 

S{4ft#itca 2+ ^^y^/w (wrvoccis&iE-r 



1\ i^S«i:ij:VOCC^oc a 2+ iSAI)¥^4 
1~£r fc#«(lt3jh/C^fc. Ho t h biAEjRfBA^y 

£i£^^W«»ia»^i©C a 2+ ^A«?i-£*>*> 

*^ *^^#tt^£ij* A*" * >*As (c2 + rel 
easeXijv^a Ca 2+ channel ; J£JtTC R A C C t B&IS 

tore-dependent 0? + channel) fc &&? tftlS) ##41" 

mmt \Z f S^J&gtt Tfc5#fc*£UC^5 (Pfl uger s 
Arch., 430, p315-22 (1995)) 0 C R A C C ttJEWSl 
JJ3 S T^Fn^h (J. Biol. Chem., 270, 

P29-32 (1995)) ^ jke+^x<D&m&mi&{zi?tEi- 

(J. Immunol., 155, P 285-96 (1995)£V Br. J. P 
harmacol. , 144, p598-601 (1995)) 0 

[0003] ifi^(c£oT, W£BB«ff y 9^flHKM 

Tfcof^^yy (tenidap) ^fflil?^-o|CCR 
A C C ESJStttf 5 W W h ti> i C £ jifc r fc b (Ce 
11 Calcium 14, pl-16 (1993)) , CRACCPlS|g« 

tt*r«1-^riBtt**>S a CRACCI«»fi 

(Am. J. Physiol., 269, C733-8 (1995)) &tf±£&l 
& (J. Biol. Chem., 270, pl69-75 (1995)) 

ZtlX&V (Am. J. Physiol., 261, C889-896 (199 

[0 0 0 4] jgid, */us/»A«Aia*3»ilMS*»iI©» 
SJf^ffl4:ff1-5r iX^^-n>{^2 (il- 

2) O*4tr»»W-6ri:t>«#**l-Ci8 0 (Br. J. P 
harmmacol., 133, p86l-8 (1994)) , CRACCPlSjg 

tt*#fcfltticft* $ ixs »gtt«i^ v o c c 

t^?>iXTV>S 0 titoT, VOCCCTLTCRAC 
ca«tt*r#^S*/^S/^A^ir^*^ia»#Jtt, IMF 

*owxtt*ii:*fl ftien 1 4 5 r i ^»)^ 

^5o i5¥CRACCPI$^fflSr*1-5{t^^^< 0 
ft*, WO9 4/0 04 3 5fMM2- (3,4-^t K 



(3) 
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5„ :£itfc (J. Pharra. Exp. Ther. , 257,p967-971 

(1991)) 5-7; M-[[3,5-?^na-4-(Hn 

n << /W) 7 x p« fvW] -1H-1, 2, 3- h ]) T S n - 
4-jisi>#*V ; K^CRACC PlSftfll 5 r i: # 

I0005] 

[*M#**LJ:5i:-*'5BW|] L^Lfctflbs &3f5l5 
53ftT^5CRACCHSf1MI*:*r-r5{fc£*©8fc 

Sivcv**v\ Set. 7wuJ?-tt 

#LTCRACCS*tt©K^I8»^JS««S3£ixT 
[0 0 0 6] 

A'CCH*fFJBtr4r*-5{l:£*«>tR$«:1?v\ &&fE*o 
©CRACC PlgflJ t (i£ < ttJftfcJlfcf 4 f 7 ✓-A' 
MWiJxfcCRACCIiSfll^L, £fcVOC 
CK«H-*CRACCSi#yttA#-C*>5wi:«:J!,mu 
ffiffiSrffofc (PCTttlH## JP98/04 58 

3) 0 44S^«4»», Ii::©f7/-/^ifti:«- 

(TB-lttst*. -Y-AT-*$Ji5S) frig 
AU -tOCRACCia»fPffl©WM*rffofcir* % 
TE-ttSt (1) -CiPSJiSfl:***. J:9@HfcCR 
ACCIMFflsflifctft-SrirfcJlttiU *»W«r3fe*L 

fee 

[0007] in*>*^^tt, TiE-»a: (i) 

A'i/>>AttttJtt#tt*^><?A^--t>'^/i/ (CRAC 

c) PigajidMir-s,, 

ut 2] /i_Lv 

->?DTM^ -0-®g7/V^f/K -COOH, 
-CO 0-gS7/Udr/^i;-/N n y b * 5 # 

± v^sa^sjs^ d so 2 as, 

X:-NR L CO-, -CO-NR L , -NR l -S 
02-Xtt-SO 2-NR 1 - 



y -co-, -ftftr^uy-, xwHHft 
A: -oh, -o-fiftr^*/ufttf-Fi»ba*i*h 
LTV^T fc .fclriJUHS L < ft 2 3 ff 3Jf6^? 

nry-/K la u Y#jB^©itn ais, fiaT/v 

s*vy/K ^ryyyK **f-;/y;K 9-t*jt*si> 
/k tr y is-jisRvM y * / y bmvtz 

[0 0 0 8] 

a i kj , r{gar/v^u>-j £ r-A l k-j , r/N 

r/V>Jr-/^j i LTtetf^K l-yp^/K 1, 2 
AM t LTtt**=A4MS#*U\ te&TAr 
^oyy^j I, Br, FSt/C 1 tfe 

[ooo9] r7x-i/yj tint ffiKiii, 

/kW^/^, 5^^//K f7/-/^2, 5 
-^-fy^T^y ^-2, 5-v?>fyufi.r/b: o y ^ 
2, r^U^ L<f* 2 75M 318*18 

Wn7!i^j t LTIi, ^ xnJS^-tLTO, S 
XttNJR^ tr l 7!;^ 5 fflfi^-T 5 5 7!;^ 7 M^fg^ L < 

li, ^^/K 7!J/K tToy/K -f^^^y/K 

✓ y/K f7/y/K >r y^r^y/K ^-^^-yy/K 
7/y/K fy^/K t°7v^/K t°y^^yu, t°y 

^y/h^/D/K ^<yXf7y7/!j/K ^<y/t 



(4) 
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$^✓[1, 2-a]t°y^/K t°7^y [2, 3-d] 
tfy^^/K 4H-^;// [4, 5-d] fT/y 
/K t'nn [2, 3-b] t'y ^/^CfcSo r^b^S 

SiLm ff*Kit t'oyy, >f^/yy, tr 

7 x /y>\ v?b Knfc'y fh7t Knk'y^K 

^tKnty^^/K v>fc Knk'y^/K -f>K 
y^hyt Kn*/ y/K v=t Kn^y^f-y^ 
/K 2, 3, 4, 5-f h7t Kn-lH-1, 4— < 
l/WT^i fcT^/K 1, KD-2H-3, 1- 

^^^^•y-v^^/K 4, 5, 6, 7-7h7tKn^ 

[0 0 10] rftbtf), Afnry-;^ ffif^fjfe 
S£l75M5fl^LT^-CfcJ:<, r^g^SiLT 
0SL<tt\ -A 1 k, H5ft7H-^, -ffijft 
77U*~A\ -Hal, -NR-A1 k-NR' R" 

C:tR, R' , R" tt-tJl-etv-HXtt-A 1 k£ 
«*-r5c HTRIft ) , -NR- (-A 1 kT*fi»£ 
Jxxv^-cfciv^SiRfiafpSS) , -NR-Al k- (- 

Al kl?tt*3ftT^T<>J;i^S*ttftS) N -NR 

- (-NR* R" ^fitfe£ftT^Tt><fcl/>S/*nTyv* 

/V) % -NR' R" , -NO 2, -CNN -OH, -O 

-A 1 k s -O-CO-A 1 k N — S H N -S-A 1 

k, =0, -COOH, -COO-A 1 k. -CO-A 

1 k, -CHO, -CO-NR' R" , -SO-A 1 

k s -SO 2-A 1 k, -SO 2-NR' R" , - (-A 

TfcJ:V>Ty-/K -««£*r^LT^Tfc^l|i»^ 
7P7y-;K HD-g&S£#LTV^fcJ;i^^ 
7nry-/K - (-NR* R" T«*£*xT^Tfc«fc 

;fi»r/^;K -O^nyyfiiKr/^/K -A 1 
k-NR* R" „ -A l'k- (-A 1 kT*M&£*VO> 
Tfc<fcvv&£SH6fgg) s -Al k-OH^b45S^ 

loon] r^assffisusj t ltj*. ^j® 

s^^r i i@^/*-ei>T t> «t v > 5 nm 8 ^mm&ft^T 

fcfny^/K ^T^y/y^/K b 0 ^/y^n/K t° 

— /K "^fc Kn-1, 4-f7i/^/K f^7t Kn 
t°y^/K 1, 2, 3, 4-fh7t Kn^V*/ y/u 

SgL<te2 75S3«^^9nr y-/kl *<£*l*^ 



^fnry-;vj ^*5W5ffl»Si:L-Ctt, -A 1 k, 
-Ha 1 N -NR' R" , -^n£V(g;jft7VU*/K - 
N02 N — C N N -OH, -O-A 1 k, -SH, -S 
-A 1 k, -COOH, -COO-A 1 k, -CO-A 
1 ktf#*tf6*i5 D r-OH, -OHSIRT^^/UX 

mfis rElftS^LTv^rfci^ry-yi/j tmtii 

tf>i:#, Xt Aimmfett 5„ (I) 
©»4U^*iLTtt, DOtr^yy/^Sd^ ih 

£Klj:lH-t 0 7/-/Wi-^/K'fc^ 

k'7/y/W 1${:3, 5-^7 (hy7/vtn^f;v) 
- 1 H-fcT? /-/W 1 -4/VX~fo% /-/wgf^ft: 

Xtt*o§a*ttKfF*Six5jH-efcS 0 *fc* Bit 
Tttl, 4-7x^uy^ LTfS-NHCO- 

(R) (S) *(©Jt^«tt*^#aEL5 5o 

14 r *t 6 to %¥Jltt*o fl&M^ Wl * tilt i> <o z±x 
[0012] *%mik$m ( i ) ji, mtm&jL\*m& 

y mm, tt^wts *s 

MlfiSs ^f^7;>, xf;i/7^ % ^^/—/ut- 

f?m ( I ) XVt^«0#ffio*ftft^>»«E|p4bXU5j|$ 
[0013] *iSft^«^OSPft 



(5) 
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m*?* >\> * *si\>mm * 

y (Wu t s) %\ rp^b\^ct>*A G^ups 

ynthesisj , 1%2fijjjL\Z$£. 



*tiho>& [0014] uT^&mit&^i^fMjtimm^ 



R 1 



N 




B- 



C00H + R 1 NH-Y-A 
(IV) (V) 



7a Rk N ^S 



(M) o 
0 




Ft' 



(1-2) 



[0015] roSffiii, ffiffiKJSsSlc^-rj^ic, - 

(I I) Xtt (V) T^$^7$>^i-fi5 

* (i i i) xtt (i v) -e«**i5*/i/#>ittiw# 

t£7^ KfcEJS£tti-r*lc*oT. «£3Hb£& 
(I-l) Xtt (1-2) §r^a^&Tfo5o rco^l 
»&JC*5^-Cffl^5rt©-C#6*^7l?>K»»# (I 

1 1) xi* (iv) a, aw^^sK^ttxtt-tcRatt 
mm***})* m&wmm&k\,x\±* 

J:^7xy-;K 1 -t Kb ^r>^<>/ h y T A^, 
N-t Fn^>^>>W; Wfcffl^TSM-CtaS 
fta*?^ ; #W&m&%> ; 7A'*A'gflk p- h/ua: 

#/i>#s*-r $ k (dcc) . l- (3-v>^r s y 

/Dt/l/) -3-3:^*^^? K (WSCD) , 

Ra, 




(it<K RaMR bttHXlSA 1 k £^-f „ ) 
#»«fctt* (VI) T«$n6fk^ft«>^h>lC 

wfk^ft d-3) «r»5*ife-ca»a. snxsohy 
h\ T/^y^jRtKy s\ 7/u^r/vy^^A, hyx 

m m^K. *?vU h!J7/Utn7t^-h, 

y /K — A\ 1, 

3-^;*?VU^ S^l/y v?>-2-3f-> (DM I) , T 



-h (HBTU) ^<0»^ffl<&#fcTfc«£:*-fr*r* 
^4U\ ^laotll N-t Kn*->*^» 
>T ^ K (HONSu) % 1-t Kn^W/FU7/ 
-/V (HOB t) ^CD^flJ^D^T^^o wH^cO 

[0 0 16] KCl4-»«; (I I) XI* (V) 
575y»»fti-»a (I I I) Xtt (IV) 
HZ **#>msmft k &&**b 5 v Si-* £i§#Jfi 

h7t KP77V (THF) , v?**^:^ ^— 7VK 

ax^y (DCE) , ^an^, N, N-v^fvU 
t^7^ K (DM F) % ^in^/K TiTh-MA' 

14, hy^^/wr^>, fyv?y, tfsyy, n, n- 
^^7-y>, &&#y* a, *Kfk^hyi>^ 



*Y-A«)RbNHNH 




ftift. IfiK^OK, *VM4f*si>A (IV) 07*0 
#->*K, m-<?J* (IV) ^nJK, ^oyF!)7 

j£wzm&&Xtt£l£ZZk^£*)ft?Zk&X 

[00 1 8] X#-S0 2-NR 1 -^t<li-NR ! - 



(6) 
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*£gO#£T\ XMclMttET-C* DMF S Tir h >\ 2 

[ooi9] (Mft^ft^Sffi) ±CWftttoR*Hk: 

ft*»0-»l4PCTlH« (J P 9 8/04 5 8 3) id 

[0 0 2 0] ±E*»ffi^J: 9#bJxfcSje:feriMfcj4, 
i88l{fr&», Aft4bfcSV^4#aottttftttj: 

t&xmmxgZo mm, mm*, am, wr, « 
s, j@£{k, as, ^n-7F^77^§ 

£ 0 3t^*ttW4-jRtti7-fe^»Wj£, «*. 

HMWU*£*{fcxi4* p ^ h ^7 7 -r -*f £ 9 #arc* 

J: B rirfc-C**. 
[0 0 2 1 ] 

[»9itf>8b*] *«Wft^f4EJBIWIlft(Z)flHtdc^i: 
UT^ffl-CfcSo #(-CRACCP£S^fflSt>*I L-2 
itWJf^ffl^f Ltfc^ CRACC|Ja*^JXi4 I L 
-2B£[MF*Jfc LT*ffl-C*>5. ^iC, CRACC^ 

&E*ffi«*O^BSife«#Jt LXtimxty*. Z~X\ 
T wi^HSu **tt«U< ttS EASES* i 

mm. H»y*-^ mmvut 

0k. ^t^cOjBf&K/C^ CRACC;gL<f4I L-2 
[0 0 2 2]-*, CRACCR»*»4»iait«KSH- 

tv^fc*attfc5iNi4iifTtto*»©^Kx*4ii&af^ 

*TflJ"C*5. CRACCHfilHEmfe, &s 



[0 0 2 3] J^T, *«Wfk^*<D|||affffi*EK-*-5 
(DCRACCMFflMfl 

^/^>^Af|^)tfeif u r a-2 (1/iM) — 
KLfeJurkatflMS (6X1 C^/rn 1 ) SJPaiS 100/i 

«»UUBrt*^*>^A«*±#r4, S«S^)2« 
^^twnii-sri-ejKjEu aara3 o^aiyftjeis 

!34 0nm/50 0 n mt$£ Vtm&l&M 3 8 0 n m/ 
5 00 nml:iotft fetlfc 2 0<7)£ft3ft£ «t 9 *3t3fi 
£tt (R) ££ffiLfc e roS*Stttt»WB*Ktt f * 

oaSS3t*riHSU S^ftlCifc f u r a-2S* 

[0 0 2 4] i»iart*/I/i/^A»»4 2 
^S/^«»^«toT#bhfc**^*3ftaS«Jt (Rm 
ax) s EGTAjpUjft 
J-toTW&tLfcft/jNSJf^JtSftaH: (Rmin).fl 
jg*fcg3 8 0 nmiafi^(©*/Vi/^Aje^feiR<OS36«) 
¥ (Sb2) *:brj«afi»ES3 8 0 nmlM^^^y 

^^»(tfe*o«*«i* (sf2) ^±9»»S:<t9* 

ft%*.:mJ!&ft*/l'isVJ*1R& (nM) =2 2 4X[(R 
-Rmin)/(Rmax-R)]x[Sf 2/S b2] 

^A^APlS(CRACCPl«)^$r*^5 0%(^CRA 
CCE&S?r^1"SS (IC50M) trJWlLfc. 
^ftJ4fi#*CRACCPlSettSr^LTj30, »* L 
V^k^fe«CioV>Tf4, 1 /zM^lT^ I C5(Hg^^LTV^ 

[0 0 2 5] <2)VOCC»SftUflfc»+5»8Mt 
^;^>[)i.}i^f)tMf ur a-2 (1/iM) ^n- 
KLfcPC 1 2-h 55y (2x 1 0 6 / 

m 1 ) mMi&l 0 0 u \ S:#^^/vtf«^aLfc9 6 ? 

S^ft^^^r/^ 1 0 OmM KC I (g^Sfi, 5 0 
mM)^tfAy^^¥Wffil 0 0 m 1 

jwjSAp-^s r t -wee l, 2 o^a mafias 3 4 

Onm/5 0 0 n m*5 itJfiafiiKS 3 8 0 nm/5 0 0 

(R) ^r^fcU-r^o r<Z)S3t»fttt;Jfffl^lc:i4, Affile 



**3fc&WjeU i***ltJ:5 f u r a-2**K# 
■*-5«»*MiE-i-5. IIWBCRACCia#^ilBJ*fc 

ur> voccpasftffl© i csottfcgaju crac 

(3) I L-2K£B*fM 

JurkatjNBJSSrfflV-C, S. Clare Chung^, Br. J. Phar 
macol., 113:861-868(1994) ieffi«0^ffi^-5T, IL-2 
K£IB«iStt*:tt*U I C5<Hiafc*«>fc. #38^ 
0#*U"»te£-tt©I C50fflH4, 0. 1 wMKTf fco 

fee 

[0026] *«9!ft:*4fe (i) x«rix?)©«JK*fl«j 
fcfF***t«**r««l«»i:-#-'BBaitt. Hftst (D 
Xtt £ ix o ©g^ttldlTg $ *v5£<0 1 SXI4 2 ffi^ 

-cmtt-ftrfctf-ces. smitten, ^^-t/u 
»j. tm, nm. ka*wu:j:5Sp»4, x 
tt, »a, fifa«p©ffi»?w f ^n, ami. ntt* m 

[0 0 2 7] ;MS91££«8n&4ofcft0HffiBj£'lfe 

fcu-ctt, 9tm, m&mm#m*htis. r©i 

$*, h— /u, ^K«7 IS, t Kndf->^ntV^fe/W 

mm, «*.«*yr y v*^*«>* a©* 5 ftfifflN 

r--*©£?fc£j£fl;a<J, ^^5>^XI4T^^7=¥ 
f /Hr/na — tKo Jf->ya tVu^ f/Hr/vo — * 
[0 0 2 8] gP»J^©fcJ{><Dffi^«fig#)l4, JHlftK: 
*f, WxtfttS*. **y-*tf*tr. ^©fflfiStlite* 

stt>sc*fmui^K:aiiM. ssaa©* 5 u- 

#&P&^©fi«>©ii=#t8Ji LTtt, *SB©tM4XI4# 
itf^n f uv^y =»-yu, #y =-/w, 
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-/Hi, #yy;w<-h8o (ffifi«) fftffce. r© 

», ££<tiH («*.«, 7* (*-*) , gftHMbftl (M 
Ttti, Wiv^, T ©«fc5*1iSMW 
$r£A/-Cfc«fcv\, Ztibit&l TW&7<<>v 

$ii5„ wixe>tt*fcfiB©H(*:ffl**«r«iiU (£fl! 

fc g&»]#©&tt&j*libTI4Bfc, 
¥@#t»e© *>©-?£> 9. iflc45s*D©#feu:aoTjHjSf 

0. 001^f>50mg/k g> 0tL<llO. 01- 
20mg/kg#lSti>9, mSrllHl-Cfc5VM4 2 

75M4@ic:^tt-ciS:4-r5 c> BMRS-5-S*i3*g-tit» 1 

0©&5-£»4, ftfiSfcOSSlO. OOlWlOmg/ 
k g^ISt, l 0 1 B75a««K»»tT»*-rS. & 
&&#©^I41 0©&#i;»4, ttMSfcfliftO. 0 0 
ld>f>5 0mg/k g 1 0 1 lHlftM8*K# 

[0 0 2 9] 

S$ix5t)©t?»44V\ 

4- [3, (Hi7/l'tD/f;l') -lH-t° 

?•/— /Wl-^T/W] T=y> (15mg) i>^BD 

(0. 5 ml) ©jg^-Wcl, 2, 1, 3-^>y 
t*tv'7/-*-5-A/l'#=/^ n y K (1 lm 
g) th!)if/V75V (8m g) «r*j»dO*, 
8 ^fia 3 0 MkW Ltz„ BJ&&£. Vfva/f x. 

AT»«£»Ufc*. J*ET-C««UT. 4' - [3, 5- 
tf^ (H)7/uto^f;u) -iH-^7/-^-l- 
'f/H -2, 1, 3-<y/t*t^7^5-* 

/u#dr-tr-y Ktrftfc. 

4- [3, (h!»7/U*n^f;l/) -lH-t' 

7-/-/u-i-^/u] r-y >- (7mg) ttry^v 

(lml) ©S^l-, ft7i>-2-*^#^^ 
a]) K (1 lmg) SriUDx, g&-?&£}g# L7t 0 
^^^no^^y^oxfem, 1 &£7K®Kfc-7- r y ^ 
Wha tmanMPTFE7^ 

ETT-g^LT. 4' - [3, 5-f^ (M)7^tD 



*9vtO -lH-t°7/-;v-l-^;>] ft7x> 

[oo3o] mi&m 3 

3, 5-^fWy*f/-^4-*/H?>8 
(1. 35g) t^DD^y (15ml) 

\Z S t*f!);^pyK(0. 9 2ml) MDMF 
(0. 00 1ml) SrBSjJciDx., 4 BfflB 3 0 5Hft 

^> (5m I) trJqitfcf*, «JETT«IBUfc 0 
fc»i£S\ 4- [3, 5-tr* (fy7;vtn^fyv) 

T^!)y (2. 02 
g) s hU^^r^V (1. 5ml) N W^oo 
(2 0ml) (D&&m\^ 7k»TTiPx., SaT 
2«rWJR»Lfc. BatJKfcHJac^TS^ (0. 9 5 
ml) *rlo*.fcflL Sa-ClWaWUfc. SJ£tt«r*» 
U 3H#IWSffi^ffi#Lfc3 f 5-^fvwry*1>V 
— /U-4-*/U#^» (3 8 6mg) , ^iFy/l^n 
JJ K (0. 22ml) v ^nn^y (4ml) 
DMF (0. 0 0 1ml) Wfi^SrJDt^t, 
4BB«»lfc. £BE«fchyrc^A,T5^ (0. 95 
ml) «:JDx.fc«;, *fo^Sfl-C3»««»Ufc. EJE* 
KftS^fvi, (2 0 0ml) £r#Ox_> tK, fiSftRK** 

SIT, 3, 5-Wf;M' - [3, 5-tT* (h 
!)7^*n^f^) -1 H-t°7>^— ^ 
y^/-^-4^;i/^t^!JK (2. I4g) 5: 

HJS0i!4 

5-7/^n^HW2-ii/^y| (llm 

g) , t'U^y (0. 00 7ml) % DMF (0. 00 

05ml) X.t5THF (0. 2 m 1 ) ©jl^ftl:, 

T, P y K ( 0 . 0 05ml) SriDx., £a 

t3 0^N»lfc 0 Rj£*fc4- [3, 5-tf* (b 

y ^ ^/u) - 1 H-t°7 y— 1 ->r ao r 

-l)y (I5mg) Otrys/y (0. 2ml) SfKSrJD 

iaj£*ifcfb^hy^^**«, 

tt* «BET-C««LT, 5-7/^n-4' - [3, 5 
-fc** (h!)7;i/tn^f/!/) -1H-^7^W1 
->T^] -lH-fyK^-2^;V/jt>t-y K£ 

[0031] mm 5 

4- [3, (F!)7/^n^f/U) -lH-tf 

7^-1^/1^] T^y> (2. OOg) tHFRjc 

fvu (2 0mi) oa^ttfc* *&Ts ^y^=^>i& 

(1. 1 7 g) tWSCDJfil6*6 (1. 8 2 g) £J(gft 
AD XL, «B.-C2l»W»#Ufc. SSSKKUHfcac^/u (1 



1$12 0 0 0-2 5 6 3 5 8 



0ml) fcjfljfc, Sfi-CH*K«#Lfc 0 
(10ml) ^r^D^l. *«at?5«FlB30»»»Lfca, 

-<y^=fy8 (o. 5 0 g ) twscDMfi (o. 
7 8 g ) srjpi, se>ta[aT2 0ratR»Lfc o ata 

i^HOBt (0. 2 8g) fciPx., 4 0tt5ftR|3 0 
#mWLtz'&, ^V^^fyg (i. 6 7g) tWSC 
Difi^ifi (2. 6 0g) SriBx, 3 BM« 

#Lfc 0 (l 0 Om 1 ) £AP;i, *ricft*:B 

tt^^TttWLfco h y 

*A7k&i&, fift£«*TJB&**U 

(3 0ml) fcl»#U 4«®fi 
ShSixf^gjS (5ml) *1&7Ltz&, MIZTX'T® 

a£««a>e>ffissLT* 4' - [3, 5-tr* (hy 

^/v^p^^/v) -iH-t°7V-;wi--f;u] ^y 

n=^>T~y PtUHfc (1. 9 4g) &^£»# B B a £ 

[0032] mm e 

4- [3, 5-fcT* (hy7^D^f;V) -lH-tf 
7*J-sl>-l-<</l<~\ T-Vl-' (2. OOg) % 2-^ 
PD-4-^f/^3fy|(i. 2 0g) S(/DMF 
(2 0ml) G>a£*fc* *»T, WSCDMS 
(1. 4 3g) ^Dx. x l£t2 0ffiffi#lf: o EJ£ 
7j<^7, WSCDMS (0. 7 2g) ^JDX., 

fTl/sa^g (0. 3 0g) SriDi, Sfe^fi-ei 

(0. 7 2g) £*D;t, Mtl 9ffl«#Lfc«, WS 
CDJg&ig (1. 43g) , HOBt (1. lOg) S 
tf2-^PB-4^f/^3fyj[(l. 20g)£ 
ADx, §fc{c^ST-3 BBB«#Lfco EJCai-* (1 0 
0ml) ^^SrBlF^^-catiJtfCo filffi 

«tfc 0 »b*ifci»a*:2«Oi/y %#jv%7j»fu-? 
^77>f- (l(eI9^a?K; n-^*^ 
/U=4 : 1, 2BSSlB«;^DP^^y:rthy 

= 10:1) -e»»ufc«, i#y-A.i*©ft*iW 

[3, 5-t*7 (h!)7;Utn^f/l/) -lH-f7^ 

-/u-W/i/] ^3^>r^y Ktuta (o. 75 

g) &a&8Mft6i UT#fc. 
[0 0 3 3] 7 

4- [3, (hy7;ut^f/v) -lH-t° 

7/-/wi-^/p] r~y^ (2. oog) , 3-? 

noft7xy-2-*/V*yR (1. lOg) STO 
MF (20ml) <D«i&mz. s 7K#T, WSCDS8S 
(1. 4 3g)XVHOBt (1. 1 0 g) fcJR&Jn 



(9) 



^2 0 0 0-2 5 6 3 5 8 



CDSfttt (0. 7 2g) ZMtl. *a-C4*IBft»L 

(0. 3 3g) fciDi, 0B?|«#Lfco 
R/£f£{C7k (l 0 0m 1 ) SrSnx, Zumzmk^fr 
■CttHJLfc. ttWffl**. H£M, tK, &?a£i£* 

^A^o^h^^- (SHU*; n-^MfV:R» 
m?vU=4 : 1) -CfifKLfcgL 
»Mt*»fe2|glM**LT, 3^nD-4'-[3, 5 
-t*;* (F!J7;i/tP^f;i') -lH-t'7/-/^-l 
-^f/u] ft7x>-2-^;U^f^y K (l- 7 8 
g) fcft&ftHKAJ: LTWfc. 

4- [3, 5-fcf* (M)7/Uto^f;V) -lH-tf 
7/^-1-^/1,] T~ U > (1 5mg) % 
/i^^^^-^A^VK (9mg) XtffcTyv^ 

(o. 3mi) <D&&mz y -2 ott, y 

V (0. 00 6ml) ^Ottl^fWL 
fc. B6«*r**fcft#, £tf*tt»:**A'TttttJL 

fee aa^^TK, i^*iMfc*hy ****** 

[3, (hy^/l^n -lH-tT?*/ 

— /u-W/u] ^7x>-2-*/^^ziy Kfc 

[0034] mm 9 

5- >f;W2- h y 7/i/tD>f;l/77>3-^ 

(1. 5 8g) . F!)xf;U7^ (1. 4m 
1) SOTMF (2 0ml) ©SMMfcfc, HBTU 
(3. 3 4g) SriDx, Sfi-C3 0»IHa»Ufc 0 RJS 
*{C4- [3, 5-fcT* (M)7/Vt^f;U) -1H 

r^y > (2. oog) £Jd 
^a-c4 sraa»ufc«, ©sate* a 5 om 

7k, h y * ffift£&*-cici& 

= 4:1) -e»S!Ufcft, ftixf/Vtn^*y<0 

-4' - [3, 5-fcf* (MJ7/^n^f;l/) -1H 
-tf7/-/^l-^f/V] 7 7>-3-^/^t^y 

K (2. 13g) Sr«fi.tMft*fcL-C^fc« 

[0 0 3 5] Jl&tfiJ 1 0 

[3, 5-fc** (h!)7yUtD>f^) -lH-fcf7/ 
— /U-l-^/U] zin^yr^y K (2 2mg) , ^-/u 
*y^ (8 7mg) , mm**)?* (I4mg) RXfiJ 



V^l/^tVT)^—?^ (0. 2ml) Wg^t 10 
0 , C-C3l»IB»»tfc q SJ£«Jd % ^7U^y> (4 4m 
g) , SiS#y £A (1 4mg) £rjJDx_, 1 0 OtT'l 

y^D^y|:»Lt Cco^coicP s- i soc 
yanate (Argonaut Technolog 
i e sUMx 1. 6 4mmo 1/g) SriOx., i§ffl<D* 
/i/*y>t:Kil;**fc*, Lfc. 
JBET-efiiffiLT, 6-^;wty;-4' - [3, 5-lf 

* (MJ7/UtD^f/V) -lH-t°7/-/^l->f 

/^] -3^>r^y KSrftfc. 

[0 0 3 6] JgJtm l 

Hlfi«9tisi«^)*ffi-e*rtLfcy^ 6- (N- 

{4- [3, 5-fc** (MJ7/^^^) -1H- 
t^y— /u-i-^f/i/] 7x^1 ;&/w<^ao 
^-J— h (4 3mg) % ias*»fk^hy 

(lml) XVI, 4-i?Jr**y^ (1ml) (Oa-&fe 

5ri(£«J:*K BLl&m<om£Z#& (pH2) fcbfc 

U *rtt»Lfcft, ^JETT-g^LT, 6 
- (N- {4- [3, 5-hf* (F!i7/^n/f;v) 

[0 0 3 7] ±fe^HJS«il^^LT«l2^2-6iC 

*t*aft*WttttSr*n-p^-*- 0 17-12 

x : 3U£0iJ ; Sy : 8£& (»^ttJIME*li«0#*«: 

KitUfc^^^-To ) ; Dat : ttSft^Wtttt (F : FAB- 
MS (M+H) + ; M : K^TO ; (d) : ftM ; Nl : NMR(D 
MSO-cfi, TMS^^^i) O^Jgtfjt 0 — ^ 6ppm ; HI : T 
EHPLC^fr 1 X*<DtiPLC±.<D&&mmLft] ; H2 : TIEHP 
LCftfr 2-e<Z>HPLC±<D««p^rI8][»]) ; TFA : h y 

HPLC^ftl : ^7 7^ : Wakosil-II 5C18AR, 4. 6x30mm v 
j^ffi^S : 254nm, ^7^fig : 35^, «3§ : 4. OmL/mi 
ru : 5mM TFA/ ^ / -yU»«/5mM TFA7k®^=10 

/90 <0min> -100/0 <7. 5min:iE^gd> -100/0 <8. Omin 

HPLC^fr2 :*7i^ :Wakosil-lI 5C18AR, 2.0x30mm, 
SltiliSS : 254nm, % y J±U.& : 35^, : 1. 2mL/mi 
n, : 5mM TFA/ ^ / -/U»«/5oM TFA7k^?K=10 

/90 <0min> -100/0 <7. 5min:0iDB4gE> -100/0 <8. Omin 






R 1 Dat 




XV 


Fin 4 


1 




Hl:4.83 
r:442 


7 




M:136-138 ; 
N1:7.25(1H, d, J=5.3 

Hz), 7.96(1H, d, J 

=4.9Hz) 


2 

81 




Hlci4.92 ^082c 
F:406 


o (82 




Hl:4.92 
F:420 




Me 


M:181-183 ; 
N1:2.36(3H, s), 2.58 
(3H, s) 


O 

y 


4 

CF 3 


\M.t AO 1 CA 

M:14o-15U ; 
N1:2.42(3H, s) 


4 




Hl:5.39 
F:457 


10 




Hl:4.35 
F:486 


5 


• HQ 


M:170-172 ; 
N1:8.19(2H, d, J=5.9 
Hz) 


11 




Hl:5.18 
F:445 


6 


a 


M:162-163 ; 

Nl :7.44(1H, d, J=7.8 

Hz), 8.02(1H, d, 

J=7.9Hz) 





10 0 3 



[0 0 3 9] 







1 






1 


IS. 


1 i/ai 


12 


9 




M:133-135; 
N1:7.67(1H, s) 


23 


5 




Hl:4.49 
F:390 


13 


5 




M:212-213; 

N1:7.01-7.03(1H, m), 7.81-7. 
84(2H, m), 8.43-8.44 (1H 
, m) 


24 


7 




Hl:4.40 
F:408 


14 


9 


Cl 


M:154-157; 

N1:7.60(1H, dd, J=7.9, 4.9H 
z), 8.15(1H, dd, J=7.8, 2. 
1 0Hz),8.57 (1H, dd, J=4.9, 
l.9Hz) 


25 


7 


J® 


Hl:4.37 
F:391 


15 


9 


A, 


M:189-190; 

Nl:7.90(lH, dd, J=4.9, 1.5H 
z), 8.03(1H, d, J=l.OHz), 

O £.C /1TF J T C Oil- \ 

8.65 (lH, d, J=5.8Hz) 


26 


9 




Hl:5.20 
F:440 


16 


6 


A.. 


M:l69-l70; 

Nl:8.58(lH, t, J=2.0Hz), 8.9 
4(lH, d, J^6Mz)I 5 9!69 ( 
1H, d, J=1.9Hz) 


27 


9 




Hl:4.12 
F:418 


17 


5 




Hl:4.18 
F:45l 


28 


5 




Hl:3.72 
F:415 


18 


9 




Hl:5.l4 
F:433 


29 


9 


0 


Hl:5.22 
F:468 


19 


9 




Hl:3.93 
F:439 


30 


9 




Hl:5.10 
F:467 


20 


9 


SMe 


M:169-170; 

Nl:7.29(lH, dd, J=7.8, 4.9H 
z), 7.98(1H, dd, J=7.8, 1. 
5Hz),8.62 (1H, dd, J=4.9, 
l.5Hz) 


31 


9 




Hl:4.11 
F:451 


21 


5 




Hl:4.99 
F:406 


32 


5 




Hl:5.06 
F:439 


22 


6 


^0 


Hl:5.21 
F:483 


33 


9 


jd5 


Hl:4.11 
F:440 



[0 0 4 01 1*3} 



EX. 


sy 


K 


uat 


J&X 


sy 


K 


uai 








uai 


34 


6 




Hl:5.58 
F:484 


42 


9 




Hl:4.95 
F:468 


50 


9 




Hl:3.85 
F:439 


35 


6 


Br 


Hl:6.53 
F:619 


43 


9 




Hl:5.51 
F:451 


51 


9 




Hl:4.85 
F:434 


36 


6 




Hl:4.26 
F:416 

02) 


44 


6 


Me 
Me 

JSBttiLflflrZAi 


Hl:4.28 
F:417 

iia_ 


52 


6 


H 


Hl:4.93 
F:434 


37 


9 


0 


Hl:5.61 
F:510 


45 


9 


JCO 


Hl:5.52 
F:451 


53 


6 


N0 2 


Hl:4.60 
F:435 


38 


6 




Hl:5.04 
F:448 


46 


9 


OH 


Hl:4.48 
F:417 


54 


6 


4 

Me 


Hl:5.40 
F:418 


39 


6 


Me 


Hl:5.02 
F:435 


47 


9 


no 


Hl:3.45 
F:415 


55 


6 


XT 


Hl:5.03 
F:416 


40 


9 


Me 


Hl:2.98 
F:404 


48 


9 




Hl:4.76 
F:420 


56 


9 


-<K> 


Hl:4.34 
F:484 


41 


9 




Hl:4.80 
F:435 


49 


4 


H 


Hl:4.69 
F:389 


57 


9 


^> 


Hl:4.84 
F:453 



1004 1] [& 4 ] 



mi 


ay 


i K 




1 


a* 


IV 


LIUl 


I 




JR. 




58 


6 


o 


Hl:4.55 
F:498 


67 


5 




Hl:5.47 
F:460 


76 


10 




Hl:3.81 
F:527 


59 


4 




Hl:5.12 
F:439 


68 


5 




Hl:4.70 
F:435 


77 


10 


0 


Hl:4.94 
F:482 


60 


5 


Me 


Hl:5.58 
F:453 


69 


5 




Hl:5.20 
F:466 


78 


10 




Hl:4.51 
F:486 


61 


4 


Me 


Hl:6.04 
F:460 

(13) 


70 


4 


»B82000-2 56 


Hl:5.01 
F:468 

158 


79 


10 


0 


Hl:5.12 
F:502 


62 


6 




H1-.5.43 
F:493 


71 


4 


OMe 

H 


Hl:5.28 
F:469 


80 


10 




Hl:4.83 
F:544 


63 


6 




Hl:5.98 
F:481 


72 


5 


£0 


Hl:4.70 
F:451 


81 


10 




Hl:3.66 
F:470 


64 


4 


xr 


Hl:4.44 
F:417 


73 


6 




Hl:5.94 
F:490 


82 


10 




Hl:4.27 
F:484 


65 


6 




Hl:5.30 
F:508 


74 


4 


HCX^Ny^H 
Ail 


Hl:480 
F:450 










66 


6 




Hl:5.70 
F:558 


75 


6 


HC>Y^OMe 
OMe 


Hl:5.85 
F:476 











1004 2) 1X5] 







£1 






*1 


IV 


uai 


1 


JR. 


1 


83 


i 


N0 2 


Hl:4.53 
F:449 


92 


6 


J? 

F 


Hl:5.08 
F:418 


101 

! 


7 




Hl:6.08 
F:514 , 


84 


7 




Hl:5.24 
F:484 


93 


6 




Hl:4.51 
F:418 


102 


7 


^> 


Hl:5.20 
F:458 


85 


7 


"a ^ 


Hl:5.46 
F:484 


94 


6 


Me 


Hl.-4.58 
F:405 


103 


3 




Hl:4.98 
F:515 


86 


3 


Me 


Hk5.66 
F:480 


95 


6 


VfM 2 OyfTO 5 6 3 


sHl:5.27 
F:456 


104 


3 


Me 
Q Me 


Hl:4.96 
F:503 


87 


6 




Hl:3.26 
F:415 


96 


9 




H2:5.94 
F:482 


105 


6 


vi OMe 


Hl:5.39 
F:470 


88 


6 




Hl:5.86 
F:534 


97 


9 




H2:5.89 
F:459 


106 


6 




Hl:4.39 
F:417 


89 


6 




Hl:3.78 
F:433 

* 


98 


9 




H2:6.58 
F:535 \ 


107 


6 




Hl:4.94 
F:451 


90 


6 




Hl:3.67 
F:427 


99 


9 




H2:4.48 
F:454 


108 


6 




Hl:4.86 
F:434 


91 


9 


j 


H2:5.95 
F:435 


100 


9 


/^OMe 


H2:6.15 
F:465 


109 


6 


A, 


Hl:5.44 
F:469 



[0 04 3} [^6 1 





1 


K 




r,x 




1 * 


1 um 

1 




ay 


1 * 


1 uai 

1 


110 


9 




H2:6.53 
F:535 


118 


9 




H2:6.20 
F:480 


126 


9 




H2:6.09 
F:475 


111 


9 


H 0 


H2:4.87 
F:498 


119 


9 


H 


H2:5.62 
F:485 


127 


9 




H2:6.58 
F:551 


112 


9 


Me 


H2:4.72 
F:415 


120 


9 


Me 

-v 

Me 


H2:5.52 
F:418 ; 


128 


10 




Hl:4.44 
F:482 


113 


10 


0 


Hl:4.64 
F:486 

(15) 


121 


10 


NEt 2 

SBS2000-2 56 


Hl:4.56 
F:472 

1 5 8 


129 


10 




Hl:5.03 
F:532 


114 


10 


jot 


Hl:4.86 
F:472 


122 


10 




Hl:4.08 
F:544 


130 


10 


tfit 


Hl:4.81 
F:527 


115 


10 




Hl:4.74 
F:486 


123 


10 


0 


Hl:4.87 
F:484 


131 


10 




Hl:3.65 
F:513 


116 


10 




Hl:4.02 
F:470 


124 


10 


Me 


Hl:5.16 
F:498 


132 


10 




Hl:4.78 
F:502 


117 


10 




Hl:5.48 
F:532 


125 


10 


0 

Me 


Hl:3.84 
F:513 


133 


10 




Hl:4.64 
F:498 



1004 4] [»7] 



CF 3 



Co 


R 


Co 


[ R 


Co 


R 


Co 


R 


1 


Me 


10 


A 0 

Me 


19 




28 




2 




11 


C Sf^ N 
A^SMe 


20 


Me 


29 




3 


1 OF, 


12 




21 


NEt 2 


30 




4 


Cl 


(i 

13 


JX 


32 0 0 

22 


0-2 3^3^ 


31 


JOT 


5 




14 


Me 


23 


a 


32 




< 
o 


0 


ID 


NT 

0 

Me 


Z4 


0 

Me 


33 




7 


A, 


16 


XT 


25 


n 

SMe 


34 




8 


a 


17 


lyfe 


26 








9 




18 




27 


jot 







[0 0 4 5 J 



l«8] 



•CF 3 



c 


R 


Co 


R 


Co 


R 


Co 


R 


35 


Me 


44 


Me 


53 




62 




36 




45 




54 


Me 
Me 


63 




J / 


CF 3 


HO 




jj 


NEt 2 




ryle 


38 


CI 


(17) 

47 




0 0-2 

56 




65 




39 




48 


Me 


57 


CI 


66 




40 


0 


49 


Me 


58 


Me 


67 




41 


N 

A, 


50 


■ _ vrpt 


59 


SMe 


68 


H 


42 


CI 


51 


tyfe 


60 




1 

69 


Ck 


43 




52 


jO 0 


61 


jot 


70 





[0 0 4 6] [2c 9) 



3^ 



Co 


R 


Co 


R 


Co 


R 


|Co 


R 


71 


Of 

Me 


80 


Me 


89 




98 




72 




81 


^VSMe 


90 


Me 
Me 


99 




73 


CF 3 


82 




91 


NEt 2 


100 


fy<e 


74 


T 

Cl 


(18) 

83 




2000 

92 




101 




75 




84 


Me 


93 


Cl 


— 

102 




76 


o 


85 


Me 


94 


o 

Me 


103 




77 




86 




95 


SMe 


104 


H 

vv XT 


78 


jO, 

Cl 


87 


lyie 


96 




105 




79 




88 




97 


xr 7 


106 





I00 4 7J [XI 0] 



(22) 



2 0 0 0-2 5 6 3 5 8 





£ n a 

DUD 




6 0 6 


^1 /AA 




1 1 1 A A 

ol/44 






A 1 O 




6 13 


Ol /A AC 

61/ 440 


D U 1 


31/445 


6 0 1 




R 1 K 
DID 




6 15 


Q1 /A1 


A n q 
D U O 


31/47 


6 0 3 




0 ^ 
DUD 




C C\ c 

DUD 


O 1 //IOC 

31/495 


£ A 

6 0 3 


31/495 


6 0 3 




6 0 5 




6 0 5 


31/505 


6 0 1 


31/505 


6 0 1 


31/535 


6 0 6 


31/535 


6 0 6 


31/54 


6 0 1 


31/54 


6 0 1 


31/55 


6 0 1 


31/55 


6 0 1 




6 0 2 




6 0 2 



C0 7D 231/12 CO 7D 231/12 E 



231/16 231/16 

401/12 401/12 

401/14 401/14 

403/12 403/12 

405/12 405/12 

409/12 409/12 

409/14 409/14 

413/14 413/14 

417/12 417/12 

417/14 417/14 

471/04 1 0 6 471/04 1 0 6 C 

114 1 1 4 A 



(72)3S9I# n* 

8?#*o<tfm»##fi:2i oizftmm 
(,72)&w% ?m mm 

(72) %.W% frfl ML 

86iMlo<tfT|ifp#*fi2i uU2:rt§i»» 



4C063 AA01 


AA03 AA05 BB01 BB02 


BB09 


CC22 


CC26 CC29 CC34 


CC42 


CC51 


CC57 CC58 CC62 


CC67 


CC75 


CC76 CC78 CC79 


CC81 


CC92 


CC94 DD04 DD06 


DD10 


DD11 


DD14 DD15 DD22 


DD26 


DD29 


DD51 DD58 DD61 


DD75 


DD81 


EE01 


4C065 AA01 


AA04 


BB05 BB09 CC01 


DD02 


EE02 


HH01 JJ02 JJ04 


KK02 


KK04 


LL01 PP09 


4C086 AA01 


AA02 


AA03 BC36 BC39 


BC41 


BC42 


BC48 BC54 BC60 


BC62 


BC67 


BC69 BC71 BC73 


BC75 


BC79 


BC82 BC85 BC88 


CB05 


CB09 


GA02 GA04 GA07 


GA08 


GA09 


GA10 GA12 MA01 


MA04 


NA14 


ZA15 ZA36 ZA40 


ZA45 


ZA59 


ZA66 ZA68 ZA75 


ZA81 


ZA89 


ZA96 ZB02 ZB05 


ZB08 


ZB11 


ZB13 ZB21 ZB26 


ZC50 


ZC54 





